PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) Internationa) Patent Classification 6 : 
A61L 27/00, 31/00 



A3 



(11) International Publication Number: WO 99/37337 

(43) International Publication Date: 29 July 1999 (29.07.99) 



(21) International Application Number: PCT/US99/01 39 1 

(22) International Filing Date: 21 January 1 999 (21 .01 .99) 



(30) Priority Data: 

09/014,087 27 January 1998 (27.01.98) US 

09/1 86.8 1 0 5 November 1 998 (05. 1 1 .98) US 



(71) Applicant: ST. JUDE MEDICAL, INC. [US/US]; One Lillehei 

Plaza, St. Paul, MN 551 17 (US). 

(72) Inventors: CARLYLE, Wenda, C; 4534 Evergreen Drive, 

Vadnais Heights, MN 55127 (US). KELLY, Sheila, J.; 1051 
Pondview Court, Vadnais Heights, MN 55127 (US). OGLE, 
Matthew, F.; 2053 Juliet Avenue, St Paul, MN 55105 (US). 

(74) Agents: DARDI, Peter, S.; Westman, Champlin & Kelly, P.A., 
International Centre, Suite 1600, 900 Second Avenue South, 
Minneapolis, MN 55402-3319 (US) et a). 



(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR 
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB GE 
GH, GM, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ LC 
LK, LR, LS. LT, LU, LV, MD, MG, MK, MN, MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL TJ 
TM, TR, TT, UA, UG, UZ, VN, YU, ZW, ARIPO patent 
(GH, GM, KE, LS, MW, SD, SZ, UG, ZWX Eurasian patent 
(AM, AZ, BY, KG, KZ, MD, RU. TJ. TM), European patent 
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG. CI 
CM, GA, GN, GW, ML, MR. NE, SN, TD, TG). 



'h international search report. 



(88) Date of publication of the international search report: 

30 September 1999 (30.09.99) 



(54) Title: PROSTHESES WITH ASSOCIATED GROWTH FACTORS 



B 




(57) Abstract 

A polypeptide growth factor is associated with a substrate to promote population of the substrate with endothelial cells. A prosthesis 
is formed with growth factor crosslinked to the substrate. Preferred polypeptide growth factors include VEGF. VEGF treated tissue can be 
populated with endothelial cells in vitro and/or in vivo. In an alternative approach, VEGF can be associated with the substrate by direct 
contact with a VEGF solution, application of the VEGF with an adhesive as a coating to the substrate, or chemical binding of the VEGF to 
the substrate with or without an intervening linker molecule. In one preferred approach, the growth factor is associated with the substrate 
by crosslinking under suitably mild conditions such that the growth factor is active following the crosslinking process. 
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